Update on HspE7 (effective Sept 13 2007)

HspE7 is Nventa’s investigational therapeutic vaccine for the treatment of human papillomavirus, or HPV-related diseases.  Nventa now refers to their program as “new HspE7, or HspE7+” as it incorporates HspE7 manufactured under a new process as well as an adjuvant containing Poly-IC, a toll-like receptor-3 (or TLR3) agonist.  The new drug combination has shown significantly increased activity in well characterized HPV animal models as compared to earlier versions of HspE7. 

Following positive feedback from the FDA regarding the use of new HspE7 in late 2006, Nventa submitted its final sections of an amendment to its Investigational New Drug application, or IND filing.  This amendment included updated Chemistry, Manufacturing and Controls, or CMC, information, covering details of Nventa’s new manufacturing process for HspE7, along with cross-reference letters to third party INDs to facilitate review of the relevant information around the adjuvant.  In addition, the Company completed and submitted to the FDA a Phase 1 study protocol in patients with cervical dysplasia along with toxicology data demonstrating the safety profile of this new version of HspE7.  Mid this year, Nventa began to initiate clinical sites, and it is now actively recruiting patients at three (3) locations, with additional sites scheduled to be active shortly. 

This Phase 1 study is a multi-center, non-randomized, open-label safety trial in twenty-four patients.  The primary purpose of the study is to measure the safety and tolerability of HspE7 and adjuvant in patients with either low-grade or high-grade cervical intraepithelial neoplasia, otherwise known as C-I-N.  Eighteen patients in four cohorts will be dosed with 500 micrograms of HspE7 and concomitant administration of graduated doses of 50, 500, 1,000, or 2,000 micrograms of adjuvant.  An additional cohort of six patients may be administered a higher dose of 1,000 micrograms of HspE7 and 2,000 micrograms of adjuvant if deemed appropriate based on data from the previous four cohorts.  Patients will be dosed three times, over a two month period, including at the first dosing visit, day 30 and day 60.  Post-treatment evaluations will begin four weeks after the last of the three injections.  Patients enrolled with high-grade CIN, or CIN 2/3, will be eligible to undergo clinically appropriate treatment of the cervix at that time.
Importantly, Nventa will also collect immunological data from these patients, which may provide an early indication of potential efficacy of new HspE7.  The immunological markers will include cytokine responses, anti-HspE7 antibodies and HspE7-specific T-cell responses.  In addition, all patients will be typed for class one and class two Human Leukocyte Antigens, or HLA subtypes, which should provide the Company  with a better understanding of which types of patients are responding to HspE7.

Once Nventa has successfully completed the Phase1 trial of new HspE7, it expects to be in a position to launch a Phase 2 study testing HspE7 and adjuvant in CIN as its primary proof-of-concept trial.

This Phase 2 trial is expected to be a multicenter, open-label study of HspE7 in HPV 16-positive high-grade CIN patients.  Nventa is currently anticipating initiating over 30 sites and enrolling approximately 85 patients in this study. The primary endpoint will be a pathological assessment of the CIN lesions six months post initial dose, with the goal to downgrade patients to CIN 1 or no dysplasia.

Assuming optimal recruitment rates, and that all cohorts in the Phase 1 trial are dosed, Nventa expects to see final Phase 1 results in late Q1/early Q2 2008 and would expect to begin dosing patients in the Phase 2 trial shortly thereafter, pending FDA approval of the Phase 2 protocol.  


With appropriate resources, more trials could be done in other HPV-related diseases such as recurrent respiratory papillomatosis and genital warts, following a primary proof-of-concept trial in cervical dysplasia.
